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AADA 63-066/8-011

Warner Chilcott, Inc.

Division of Warner-Lambert Company MR | 2 7
Attention: Norma Enders, R.Ph. o
Rockaway 80 Corporate Center

100 Enterprise Dr., Suite 280

Rockaway, NJ 07866

Dear Madam:

This is in reference to your supplemental antibiotic drug
application dated April 21, 1997, submitted pursuant to

21 CFR 314.70(c) (Special Supplement - Changes Being Effected)
regarding your antibiotic application for Minocycline
Hydrochloride Capsules USP, 50 mg.

The supplemental application provides for container labels
(50 mg - 20s) reflecting the option to use the proprietary name
Vectrin® for your unit-of-use special contract package size.

We have completed the review of this supplemental application and
it is approved.

We remind you that you must comply with the requirements for an
approved antibiotic drug application described in
21 CFR 314.80-81.

The material submitted is being retained in our files.

Sincerely yours,

77 ’
/ §-2-57
o

Phillips
rector
Division of Labeling and Program Support
Office of Generic Drugs
Center for Drug Evaluation and Research
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o MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES
7 PUBLIC HEALTH SERVICE
Lo FOOD AND DRUG ADMINISTRATION

CENTER FOR DRUG EVALUATION AND RESEARCH
. \

DATE: L//? Y/? 7 | .
FROM:éé%ﬁiﬂzu)ié;iéL¢x;_, , Consumer Safety Officer
SUBJECT: Spectal Supplement - Changes Placed into Effect

TO: Document Room

Please make the following entry in the MIS concerning the status
of this Special Supplement - Changes Placed into Effect.

ANDA (s) SUPPLEMENTS (s) APPL DENIED

A SR I R

This form is to accompany the action package/jacket.

Thank you, . )

T hp
Signatujzyéé”;So and Date

ccC:

ANDA
DIVISION FILE




e AADA<63-06628-010 {50 mg) orange opaque _
{ v " 63-067/S~- (100 mg) blue opaque :

Warner Chilcott, Inc.

"Division of Warner-Lambert Company

Attention: Norma Enders, R.Ph. APR |4
Rockway 80 Corporate Center

100 Enterprise Dr., Suite 280

Rockaway, NJ 07866

Dear Madam:

This is in reference to your supplemental antibiotic drug
applications dated November 27, 1996, submitted pursuant to
21 CFR 314.70 regarding your antibiotic applications for
Minocycline Hydrochloride Capsules, USP.

Reference is also made to your January 8, 1997 amendments.

’ The supplemental applications provide for container labels

. ({50 mg - 100s and 1000s]) and [100 mg - 50s and 1000s])) and

{ package insert labeling reflecting additional capsule colors and
proprietary name in the following manner:

1. DESCRIPTION - Deletion of specific dye components to
Create a second capsule color for each strength.
’ ) were deleted from both
the 50 mg and 100 mg capsules strength.
and were deleted from the 50 mg capsule
strength. The second capsule colors are orange for the
50 mg and blue for the 100 mg strengths.

2. The second capsule color container labels and insert
labeling for each strength as well as the 100 mg
package of 20s (unit of use) for special contracts will
bear the proprietary name “Vectrine®”.

3. HOW SUPPLIED - Revised product description, color,
imprint, and NDC numbers reflecting the second capsule
colors.

We have completed the review of these supplemental applications
and they are approved.




A Y
We remind you that you must comply with the requirements for an
- -approved antibiotic drug application described in . Comelis e
*“:21 CFR 314.80-81.: . C

’¥ﬁ!?55The¥bateria1@sﬁbmitted-is'beingeretained*inlour'files.-

Sincerely yours,

% / Y11-97
Jegfry Phillips

rector
Division of Labeling and Program Support
Office of Generic Drugs
Center for Drug Evaluation and Research

cc: AADA 63-066/S-010
63-067/S-010
y - Dup/Division File . . +/ /
HFD-610/JPhillips 4
HFD—613/APayne/AVezza/#érace (no cc ) "/,1
HFD-643 /RAdams/JHarrison |
HFD-600/RF . ,
HFD-82 - ({(Q'(“{O
njg/4/02/97/X: \NEW\FIRMSNZ\WARNCHIL\LTRS& \63066S10.APL
Approval letter - Multiple Supplements




AADA™ 63-066/5~009 (50 mg)
AADA 63-067/S-009 (100 mg)

Warner Chilcott, asiaBRely R oo
Division of Warner-Lambert Company T
Attention: Sean Brennan

182 Tabor Road

Morris Plains, NJ 07950

Dear Sir:

This is in reference to your supplemental antibiotic drug
applications dated March 20, 1996, submitted pursuant to 21 CFR
314.70 (c) (Special Supplement - Changes Being Effected) regarding
your antibiotic applications for Minocycline Hydrochloride
Capsules USP.

The supplemental applications provide for revised package insert
labeling reflecting changes in the CLINICAL PHARMACOLOGY,
PRECAUTIONS, and ADVERSE REACTIONS sections.

We have completed the review of these supplemental applications
and they are approved.

We remind you that you must comply with the requirements for an
approved antibiotic drug application described in
21 CFR 314.80-81.

The material submitted is being retained in our files.

Sincerely yours,

- V "\’ \\\a\'\\(\k
Jerry Phillips
Acting Director

Division of Labeling and Program Support
Office of Generic Drugs

Center for Drug Evaluation and Research

- -




AADA: végioss//s-oos, 007, 008 (50 mg)
63-067/5-006, 007, 008 (100 mg)

Warner Chilcott, Inc.
Attention: Norma Enders
182 Tabor Road A
Morris Plains, NJ 07950

JuN 2 o& e

Dear Madam:

This is in reference to your supplemental antibiotic drug
applications received March 1, 1996, submitted pursuant to

21 CFR 314.70, regarding your abbreviated antibiotic applications
for Minocycline Hydrochloride Capsules, USP.

The supplemental applications provide for: :

-3

1. S-006: Elimination of the excess of active drug
substance in the formulation.

2. S-007: Addition of batch sizes to
and the
for minocycline hydrochloride and
before the

3. S~008: Stability data for the revised formulation
supporting the expiration date of 24 months

We have completed the review of these supplemental applications
and they are approved. ~

We remind you that you must- comply with the requirements for
approved abbreviated antibiotic applications described in 21 CFR
314.80-81.

The material submitted is being retained in our files.

Sincefely yours,

L, ?/lt/eé

Frank O. Holcombe, Jr., Ph.D.

Director

Division of Chemistry II

Office of Generic Drugs

Center for Drug Evaluation and Research
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WARNER CHILCOTT o Dt
Senior Director,
LABORATORIES , ?V Reguiatory Affars
{

Mr. Douglas Sporn Special Supplement-
Director, Office of Generic Drugs Changes Being Effected
Food and Drug Administration (CDER)
. Document Control Room
Metro Park North I1 APR 2 1 1997
7500 Standish Place, Room 150 ¥
Rockville, MD 20855-2773 %0A N0.C 326 L _mae., ceo)/
Re: AADA #63-066 SLol/FT

Minocycline Hydrochloride Capsules USP, 50 mg
Submission of Final Printed Labeling for Bottles of 20 Capsules

Dear Mr. Sporn;

Reference is made to our approved abbreviated antibiotic drug application for Minocycline
Hydrochloride Capsules USP, 50 mg. Reference is also made to our labeling supplement $-010, which
was approved on April 14, 1997 and permitted the addition of a proprietary name (Vectrin®) for use
with a second capsule color of our product. ‘

This "Special Supplement-Changes Being Effected" provides container labels reflecting the Vectrin
name for use with one of our approved package sizes (bottles of 20 capsules). For reference, please
note that the bottles of 20 capsules were originally approved as part of our initial AADA approval and
were supported by completed stability studies. In pre-approval correspondence dated February 22,
1989, it was stated that the bottles of 20 capsules would be available for "Unit of Use" special
contracts. We wish to have the option of using the unit of use bottles for our Vectrin product;
however, since this package size would not normally be commercially available, in accordance with
21 CFR 201.57(k)(2), we have not modified our insert to include the 20s package size.

Twelve final printed copies of our container labels for bottles of 20 capsules are provided in Attachment
A and are arranged as follows: six copies are provided in the archive copy and six copies are provided
in the review copy of this submission.

We trust that the enclosed labeling is satisfactory.
. RECEIVED™

L
Sincerely, = \
APR 2 % g
4 -444_._ —
\)\

GENERIC DRU®Sra A. Enders, R.Ph.

Sr. Director, Regulatory Affairs
Rockaway 80 Corporate Center « 100 Enterprise Drive « Sulte 280 « Rockaway, NJ 07866 » 201-442-3233 « Fax: 201-442-3280

\
-
a




&,
RNER CHILCO]T Normmd A. Enders, R.Ph.
W A Senior Director,
{ LABORATORIES Reguiatory Affalrs
o Qﬁl‘”“
Mr. Douglas Sporn January 8, 1997 |
Director, Office of Generic Drugs
Food and Drug Administration (CDER)
Document Control Room 4 —
Metro Park North II o // L
7500 Standish Place, Room 150 G Pl ANINGERIENT
Rockville, MD 20855-2773 > /4
’ - [ 5
st 0//,./;,‘?5"

Re: AADA #63-066
Minocycline Hydrochloride Capsules USP, 50 mg
‘Amendment to 11/27/96 Labeling Supplement Proposing the Addition of a Proprietary Name
Submission of Final Printed Labeling

Dear Mr. Sporn;

Reference is made to our approved abbreviated antibiotic drug application for Minocycline
Hydrochloride Capsules USP, 50 mg, and to our supplemental application submitted on
November 27, 1996, which provided labeling reflecting the addition of a proprietary name
(Vectrin®) for our product.

Our pending labeling supplement had provided draft container labels and insert labeling for the
Agency’s review. However, we recognize that only final printed labeling will be approved by
the Office of Generic Drugs. Since we wish to implement the Vectrin labeling by February
28, 1997, we are now amending the aforementioned supplement with final printed labeling.

Twelve final printed copies of our container labels for bottles of 100 capsules and 1000
capsules are provided in Attachments A and B, respectively. Twelve final printed package
inserts are provided in Attachment C. The twelve copies of each labeling piece are arranged
as follows: six copies are provided in the archive copy and six copies are provided in the
review copy of this submission. Please note that this labeling is identical in text to the draft
labeling that was previously submitted. We refer you to our November 27, 1996 submission
for a complete discussion regarding the differences between the Vectrin labeling and our

currently approved labeling.

If you should have any questions regarding this supplement, or require any additional
information, please feel free to contact me at (201) 442-3233.

‘ ancﬂzcewgﬁ;&
GG e
Sé. éﬁmrc lﬁﬂﬁtﬁg Affairs

Rockaway 80 Corporate Center « 100 Enterprise Drive « Suite 280 » Rockaway. NJ 07866 » 201-442-3233 » Fax: 201-44"

- . -




Norma A. Enders, R.Ph.

WARNER CHILCOTT Senior Director,
/ LABORATORIES Reguiatory Attairs
Mr. Douglas Sporn November 27, 1996

Director, Office of Generic Drugs

Food and Drug Administration (CDER)

Document Control Room

Metro Park North 11

7500 Standish Place, Room 150 e
Rockville, MD 20855-2773 "—_"‘_“' N T L

Re: AADA #63-066
Minocycline Hydrochloride Capsules USP, 50 mg
Labeling Supplement: Addition of a Proprietary Name

Dear Mr. Sporn;

Reference is made to our approved antibiotic drug application for Minocycline Hydrochloride
Capsules, USP, 50 mg. Reference is also made to the Office of Generic Drugs’ Policy and
Procedure Guide #20-90 (as amended on 6/7/95), entitled "Variations in Solid Oral Dosage
Forms and Injectables that can be Included within a Single ANDA."

The above-referenced policy guide permits multiple colors of a single shape for a single
strength of a solid oral dosage form to be included in the same abbreviated antibiotic drug
application. It is our intention to add a second capsule color to this AADA. The second
capsule color will be marketed with a proprietary name (Vectrin®) and our originally
approved capsule color will continue to be marketed under the generic name. Please note that
this new color was obtained via the deletion of specific dye components from our currently
approved product. In accordance with 21 CFR 314.70(d)(4), this change does not require
prior FDA approval and will be reported in the next annual report. This submission strategy
was confirmed via telephone conversation between myself and Mr. P. Rickman of your staff
on October 31, 1996.

The purpose of this supplemental application is to provide the Office of Generic Drugs with

the opportunity to review and approve labeling that bears the Vectrin brand name. In an

October 31, 1996 telephone conversation with Mr. John Grace, also of your staff, I was

instructed that this supplement should be submitted for prior approval. While we believe that {
the regulations permit this change 1o be reported in the annual report (in accordance with 21 ‘
CFR 314.70(d)(2)), we wish 1o fully comply with Mr. Grace’s recommendations. However,

please note that we desire to implement this new labeling by February 28, 1997: therefore, we

would appreciate any efforts that your staff can make in providing an expeditious review.

Rockoway 80 Corporate Center « 100 Enterprise Drive * Suite 280 ¢ Rockaway, NJ 07866 « 201-442-3233 » Fax: 201-442-3280




Mr. D. Spom -2-
AADA #63-066

Four copies of each of our draft labels and package insert labeling are provided in Attachments
A through C. Please note that the attached labeling is identical to our currently approved
labeling with the following modifications:

1) Addition of the Vectrin brand name and revised NDC numbers that are unique for the
Vectrin product.

2) Revision of our company name and address to reflect the sale of Wamer Chilcott by the
Warner-Lambert Company and the subsequent relocation of our offices. (These actions
were previously communicated to the AADA file in correspondence dated March 28,
1996 and November 21, 1996.)

3) In addition to the above items, the package insert bears revisions in the "Description"”
section (removal of dye components from the inactive ingredients listing) and in the
’ "How Supplied” section (revised product description, color, imprint,etc.).

Finally, we would like to point out that the Vectrin trade name was in use many years ago by
Parke-Davis, Division of Warner-Lambert Company, when they distributed minocycline
hydrochloride capsules under a licensing agreement with Lederle Laboratories. Warner
Chilcott, Inc. has obtained the exclusive rights to the use of the Vectrin trademark. Since the
Vectrin name was previously used for this same product, we were hoping that any review
conducted by FDA’s naming committee, if needed at all, could be handled in an expedited
manner.

If you should have any questions regarding this supplement, or require any additional
information, please feel free to contact me at (201) 442-3233.

Sincerely,

P NN AV S
Norma A. Enders, R.Ph.
Sr. Director, Regulatory Affairs
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WARNER CHILCOTT Sean Brennan, Ph.D. .
LABORATORIES Regulatory Affairs
Division of Wamer-Lambert Company eg ry

Special Supplement -
Changes Being Effected

Douglas Sporn

Director, Office of Generic Drugs
Food and Drug Administration (CDER) MAR 20 1396
Document Control Room S
Metro Park North 11 [{}Ft (!:-;,- e Pirpn S é' 00? PL
7500 Standish Place, Room 150 TS T L Abef) F
Rockville, MD 20855-2773 zo‘?‘ku‘

AL .
Re:  AADA #63-066 ' et :

Minocycline Hydrochloride Capsules USP, 50 mg

beling Supplement

Dear Mr. Spormn:

This is in response to your letter dated February 5, 1996 in which you commented on the
labeling for our abbreviated antibiotic drug applications for Minocycline Hydrochloride

Capsules USP, 50 mg and 100 mg.

In your letter, you requested that we revise our package insert labeling for the subject
product in accordance with the approved labeling of Minocin® (Lederle Laboratories
Division, revised December 1993; approved August 8, 1995).

We have completed these revisions and are submitting twelve copies of our final printed
insert labeling in Attachment A for your review.

We trust that the enclosed labeling is satisfactory. We are concurrently submitting a similar
supplement to our 100 mg strength application (AADA #63-067). If you should require any
additional information, please do not hesitate to contact me at (201) 540-7181, or Norma
Enders of my staff at (201) 540-4333.

Sincerely,

Sean Brennan, Ph. D.
Senior Director
Regulatory Affairs

" 182 Tabor Road * Morris Plains, New Jersey 07950 « (201) 540-7181 « Fax: (201) 631-7769

S

269/

3

™~




ReEucves

NOA NO. REF. NO._S < 2 5
- s ..':‘- ..
NDA SUPPLFOR __ 1o fsjns e bl MAR 04 \996&)0 ,
ean Brennan, Ph.D..
WARNEBEREO’:IIEIECOTT Senior Director e 4 ’()};.;{/
LT Division of Warner-Lambert Company Regulatory Affairs . GENFRES ﬂ" AN
NDA MNC. . REF NOZESE

Charles Ganley, MD R a4
Acting Director, Ofﬁce‘?)%%%%‘fﬂlaug's ﬁ.-—:‘ MAR 0 i 1996

Food and Drug Administration (CDER) e !IS:’D
Document Control Room
Metro Park North II %
7500 Standish Place, Room 150 P
Rockville, MD 20855-2773 sl T
NDA NO. | [T RO
Re: AADA #63-066 ' o Ena O - SR Sre
Minocycline Hydrdéﬁl})%%gybalﬁules USP, 50 mg
Supplement: Removal of the Excess of Minocycline Hydrochloride USP. in the

Formulation and Increase of the Maximum Allowable Batch Size

Dear Dr. Ganley;

- ragei¥

Reference is made to our currently approved abbreviated antibiotic drug application for
Minocycline Hydrochloride Capsules USP, 50 mg, which is manufactured at our facility in
Lititz, Pennsylvania. At this time we would like to supplement our approved application to
provide for a reformulation of the product to remove the excess of active drug substance,
Minocycline Hydrochloride, USP. We would also like to incorporate a acrease in
our maximum batch size for this product. Information to support these changes are provided
in Attachments 1 through 7, as indicated. Our 100 mg capsule product is covered by a
separate AADA (63-067), which is concurrently being supplemented for these changes.

Our currently approved formulation includes a ‘excess of Minocycline Hydrochloride,
USP. We desire to change our formulation for Minocycline Hydrochloride Capsules USP,
for the 50 mg and 100 mg strength capsule products by removing this excess, and making an
appropriate adjustment in the amount of ) to maintain the target
capsule weight.

In accordance with this proposed formulation change, we have revised our composition page
and our Master Formula to reflect the deletion of the :xcess of drug substance and our
desired batch size of These revised AADA pages are contained in
Attachments 1 and 2, respectively. Other changes are being proposed in the revised Master
Formula. Many of these changes are editorial in nature; however, some enhancements have
also been incorporated. For the convenience of the reviewer, we have summarized these
changes immediately prior to the proposed master formula appearing in Attachment 2.

In support of this supplement, we have manufactured a ) batch of Minocycline
Hydrochloride Capsules USP, 50 mg, without thr 2xcess of Minocycline Hydrochloride,
USP. Our executed batch record (including complete packaging records) for lot 976N2L is
included in Attachment 3. Warner Chilcott’s Certificate of Analysis for this lot is provided
in Attachment 4.

182 Tabor Road * Morris Plains, New Jersey 07950 « (201) 540-7181 « Fax: (201) 631-7769




AADA 63-066
Dr. Charles Ganley
Minocycline Hydrochloride Capsules, USP

Provided in Attachment 5 is Warner Chilcott’s Certificate of Analysis for a reference lot of
Minocycline Hydrochloride Capsules USP, 50 mg (lot 13013L). This lot is a routine
production batch which was manufactured in accordance with our approved AADA;
therefore, it contains r excess of Minocycline Hydrochloride, USP.

Reference is made to the telephone conversation between Dr. S. Dighe, formerly of the
Division of Bioequivalence, and Mr. V. Kumar, Warner Chilcott’s former Director of
Research and Development, on December 11, 1992 (as cited in a letter dated January 28,
1993). During this conversation, it was agreed that Warner Chilcott would conduct a
bioequivalence study to support the removal of the excess from our current formula. We
are submitting the final report of this bioequivalence study in odr concurrent supplement to
our 100 mg strength application (AADA 63-067). This single-dose, two-way crossover study
compares the relative bioavailability of Warner Chilcott Minocycline HC1 Capsules USP, 100
mg with and without 2 overage of Minocycline Hydrochloride, USP taken under fasting
conditions (protocol #0801-5011).

Based on the results of this study and comparable formulations, we are requesting waiver of
the requirement for an in vivo bioequivalence study for our 50 mg strength product, as
permitted under 21 CFR 320.22 (d)(2). In support of this request we are including
comparative dissolution data for 50 mg and 100 mg strength Warner Chilcott Minocycline
Hydrochloride Capsules, USP with and withou excess of Minocycline Hydrochloride,
USP, in Attachment 6. B

Finally, we have included stability data for the reformulated product stored at 40°C/75% RH
for 3 months and up to 24 months at 30°C packaged in our currently marketed package sizes
(botties of 50 and 1000 capsules) in Attachment 7. Based on the attached stability data, we
are requesting an expiration dating period of 24 months for the reformulated product, which
is the same as for our current formulation.

We trust that the enclosed information is satisfactory. In accordance with submission
requirements, a field copy of this supplemental application is being concurrently submitted to
our home district office in Newark, NJ. If you should require additional information, please
do not hesitate to contact me at (201) 540-7181, or Norma Enders of my staff at

(201) 540-4333.

Sincerely,

>//»91, 27N (_(4—\.1‘:‘“‘ / i

Sean Brennan, Ph. D.
Senior Director
Regulatory Affairs

¢: Ms. R. Brown (Field Copy)
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NDA SUPPL FOR EYasINT
WARNER CHILCOTT Sean Brennan, PhD. |\ \o  REr N T
LABORATORIES Senior Director RN
Division of Wamer-Lambert Company Regulatory Affairs s s ron L xraTion el

Charles Ganley, MD PEAEFIVED M

Acting Director, Office of Generic Drugs AR 0 1 1998

Food and Drug Administration (CDER)

Document Control Room MAR 0 4 1996 p;:(«ifg‘\]l:[)

Metro Park North II | ‘
7500 Standish Place, Room 150  (Efyiz:l i) 42 A
Rockville, MD 20855-2773 M

Minocycline Hydrochloride Capsules USP, 100 mg GENtH v
lement: Removal of the E f Mi in rochlori P. i
rmulation In f the Maxi lowabl i

Dear Dr. Ganley;

Reference is made to our currently approved abbreviated antibiotic drug application for
Minocycline Hydrochloride Capsules USP, 100 mg, which is manufactured at our facility in
Lititz, Pennsylvania. At this time we would like to supplement our approved application to
provide for a reformulation of the product to remove the ~  excess of active drug substance,
Minocycline Hydrochloride, USP. We would also like to incorporate .ncrease in
our maximum batch size for this product. Information to support these changes are provided
in Attachments 1 through 7, as indicated. Our 50 mg capsule product is covered by a
separate AADA (63-066), which is concurrently being supplemented for these changes.

Our currently approved formulation includes 2 = excess of Minocycline Hydrochloride,
USP. We desire to change our formulation for Minocycline Hydrochloride Capsules USP,
for the 50 mg and 100 mg strength capsule products by removing this excess, and making an
appropriate adjustment in the amount of 0 maintain the target
capsule weight.

In accordance with this proposed formulation change, we have revised our composition page
and our Master Formula to reflect the deletion of the excess of drug substance and our
desired batch size of . These revised AADA pages are contained in
Attachments 1 and 2, respectively. Other changes are being proposed in the revised Master
Formula. Many of these changes are editorial in nature; however, some enhancements have
also been incorporated. For the convenience of the reviewer, we have summarized these
changes immediately prior to the proposed master formula appearing in Attachment 2.

In support of this supplement, we have manufactured 2 i satch of Minocycline
Hydrochloride Capsules USP, 100 mg, without the <xcess of Minocycline
Hydrochloride, USP. Our executed batch record (including complete packaging records) for
lot 977N2L is included in Attachment 3. Warner Chilcott’s Certificate of Analysis for this
lot is provided in Attachment 4.

182 Tabor Road * Morris Plains, New Jersey 07950 » (201) 540-7181 « Fax: (201) 631-7769
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AADA 63-067
Dr. Charles Ganley
Minocycline Hydrochloride Capsules, USP

Provided in Attachment 5 is Warner Chilcott’s Certificate of Analysis for a reference lot of
Minocycline Hydrochloride Capsules USP, 100 mg (lot 637D2L). This lot is a routine
production batch which was manufactured in accordance with our approved AADA;
therefore, it contains » excess of Minocycline Hydrochloride, USP. This lot served as
the reference formulation for a single-dose bioequivalence study, which is discussed below.

Reference is made to the telephone conversation between Dr. S. Dighe, formerly of the
Division of Bioequivalence, and Mr. V. Kumar, Wamer Chilcott’s former Director of
Research and Development, on December 11, 1992 (as cited in a letter dated January 28,
1993). During this conversation, it was agreed that Warmner Chilcott would conduct a
bioequivalence study to support the removal of the . excess from our current formula. We
are submitting the final report of this bioequivalence study in Attachment 6. This
single-dose, two-way crossover study compares the relative bioavailability of Wamer Chilcott
Minocycline HC] Capsules USP, 100 mg with and without 2 . overage of Minocycline
Hydrochloride, USP taken under fasting conditions (protocol #0801-5011).

Included in the final report for the above-mentioned bioequivalence study are the summary
tables of the in vivo bioequivalence study, and comparative dissolution profiles for batches of
both the 50 mg and 100 mg strength products, with and without the excess of
Minocycline Hydrochloride, USP. Also included with the bioequivalence study is the
analytical method used in this study for the determination of minocycline levels in human
plasma and the validation data for the assay methodology.

In addition, we are submitting a computer diskette containing the raw data collected for this
study. A hard copy of these data is provided in both review and archival copies of this
application. A copy of the case report forms is also included in this submission as a
separately bound volume.

Based on the results of this study and comparable formulations, our concurrent supplement
for our 50 mg strength application (AADA 63-066) contains a request for a waiver of the
requirement for an in vivo bioequivalence study, as permitted under 21 CFR 320.22 (d)(2).
In support of this request we are including comparative dissolution data for 50 mg and 100
mg strength Warner Chilcott Minocycline Hydrochloride Capsules, USP with and without

. <cess of Minocycline Hydrochloride, USP.

Finally, we have included stability data for the reformulated product stored at 40°C/75% RH
for 3 months and up to 24 months at 30°C packaged in our currently marketed package sizes
(bottles of 50 and 1000 capsules) in Attachment 7. Based on the attached stability data, we
are requesting an expiration dating period of 24 months for the reformulated product, which
is the same as for our current formulation. ‘




AADA 63-067
Dr. Charles Ganley
Minocycline Hydrochloride Capsules, USP

We trust that the enclosed information is satisfactory. In accordance with submission
requirements, a field copy of this supplemental application is being concurrently submitted to
our home district office in Newark, NJ. If you should require additional information, please
do not hesitate to contact me at (201) 540-7181, or Norma Enders of my staff at

(201) 540-4333.

Sincerely, P
Sean Brennan, Ph. D. o

Senior Director
Regulatory Affairs

¢: Ms. R. Brown (Field Copy)




. H\{ Norma A. Enders, R.Ph.

Senlor Director,

WARNER CHILCOTT SR
Mr. Douglas Sporn January 8, 1997
Director, Office of Generic Drugs : sl
Food and Drug Administration (CDER) : SURPL AMENDEMENT
Document Control Room
Metro Park North II <) L. s
7500 Standish Place, Room 150 = /o
Rockville, MD 20855-2773 /ST

Re: AADA #63-067
Minocycline Hydrochloride Capsules USP, 100 mg
Amendment to 11/27/96 Labeling Supplement Proposing the Addition of a Proprietary Name
Submission of Final Printed Labeling

Dear Mr. Spom;

Reference is made to our approved abbreviated antibiotic drug application for Minocycline
Hydrochloride Capsules USP, 100 mg, and to our supplemental application submitted on
November 27, 1996, which provided labeling reflecting the addition of a proprietary name
(Vectrin®) for our product.

Our pending labeling supplement had provided draft container labels and insert labeling for the
Agency’s review. However, we recognize that only final printed labeling will be approved by
the Office of Generic Drugs. Since we wish to implement the Vectrin labeling by February
28, 1997, we are now amending the aforementioned supplement with final printed labeling.

Twelve final printed copies of our container labels for bottles of 20 capsules, 50 capsules, and
1000 capsules are provided in Attachments A, B, and C, respectively. Twelve final printed
package inserts are provided in Attachment D. The twelve copies of each labeling piece are
arranged as follows: six copies are provided in the archive copy and six copies are provided
in the review copy of this submission. Please note that this labeling is identical in text to the
draft labeling that was previously submitted. We refer you to our November 27, 1996
submission for a complete discussion regarding the differences between the Vectrin labeling
and our currently approved labeling.

If you should have any questions regarding this supplement, or require any additional
information, please feel free to contact me at (201) 442-3233.

Since;ely', RECE E/? _
- A7l e A <=
Norma Ender&‘!*.};hp 1991

AR

- Rockoway 80 Corporate Center— 100 Enterprise Drive « Suite 280 = Rockaway, NJ 07866 » 201-442-3233 = Fax: 201-442-3280




~

LABORATORIES

Norma A. Enders, R.Ph.
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Mr. Douglas Sporn . November 27, 1996

Director, Office of Generic Drugs

Food and Drug Administration (CDER)

Document Control Room

Metro Park North II p

7500 Standish Place, Room 150 — e )/: 016

Rockville, MD 20855-2773 TR e T
R Y

Re: AADA #63-067
Minocycline Hydrochloride Capsules USP, 100 mg
Labeling Supplement: Addition of a Proprietary Name

Dear Mr. Sporn;

Reference is made to our approved antibiotic drug application for Minocycline Hydrochloride
Capsules, USP, 100 mg. Reference is also made to the Office of Generic Drugs’ Policy and
Procedure Guide #20-90 (as amended on 6/7/95), entitled "Variations in Solid Oral Dosage
Forms and Injectables that can be Included within a Single ANDA."

The above-referenced policy guide permits multiple colors of a single shape for a single
strength of a solid oral dosage form to be included in the same abbreviated antibiotic drug
application. It is our intention to add a second capsule color to this AADA. The second
capsule color will be marketed with a proprietary name (Vectrin®) and our originally
approved capsule color will continue to be marketed under the generic name. Please note that
this new color was obtained via the deletion of specific dye components from our currently
approved product. In accordance with 21 CFR 314.70(d)(4), this change does not require
prior FDA approval and will be reported in the next annual report. This submission strategy
was confirmed via telephone conversation between myself and Mr. P. Rickman of your staff

on October 31, 1996.

The purpose of this supplemental application is to provide the Office of Generic Drugs with
the opportunity to review and approve labeling that bears the Vectrin brand name. In an
October 31, 1996 telephone conversation with Mr. John Grace, also of your staff, I was
instructed that this supplement should be submitted for prior approval. While we believe that
the regulations permit this change to be reported in the annual report (in accordance with 21
CFR 314.70(d)(2)), we wish to fully comply with Mr. Grace'’s recommendations. However,
please note that we desire to implemens this new labeling by February 28, 1997; therefore, we
would appreciate any efforts that your staff can make in providing an expeditious review.

S

- Rockaway 80 Corporate Center_+ 100 Enterprise Drive » Sulte 280 ¢ Rockaway. NJ 07866 ¢ 201-442-3233 » Fax: 201-442-3280

.-
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Mr. D. Sporn | -2-
AADA #63-067

Please note that for completeness we have included a label for our bottles of 20 capsules
package size. This size was originally approved as part of our initial AADA approval and was
supported by completed stability studies. In pre-approval correspondence dated February 22,
1989, it was stated that the bottles of 20 capsules would be available for "Unit of Use" special
contracts. We wish to have the option of using the unit of use bottles of 20 capsules for our
Vectrin product. However, since this package size would not normally be commercially
available, in accordance with 21 CFR 201.57(k)(2), we have not included the 20s package size
on our proposed package insert. _

Four copies of each of our draft labels and package insert labeling are provided in Attachments
A through D. Please note that the attached labeling is identical to our currently approved
labeling with the following modifications:

1) Addition of the Vectrin brand name and revised NDC numbers that are unique for the
Vectrin product.

2) Revision of our company name and address to reflect the sale of Warner Chilcott by the
Warner-Lambert Company and the subsequent relocation of our offices. (These actions
were previously communicated to the AADA file in correspondence dated March 28,
1996 and November 21, 1996.)

3) In addition to the above items, the package insert bears revisions in the "Description”
section (removal of dye components from the inactive ingredients listing) and in the
"How Supplied” section (revised product description, color, imprint,etc.).

Finally, we would like to point out that the Vectrin trade name was in use many years ago by
Parke-Davis, Division of Warner-Lambert Company, when they distributed minocycline
hydrochloride capsules under a licensing agreement with Lederle Laboratories. Warner
Chilcott, Inc. has obtained the exclusive rights to the use of the Vectrin trademark. Since the
Vectrin name was previously used for this same product, we were hoping that any review
conducted by FDA'’s naming committee, if needed at all, could be handled in an expedited
manner.

If you should have any questions regarding this supplement, or require any additional
information, please feel free to contact me at (201) 442-3233.

Sincerely, )

LA (
Norma A. Enders, R.Ph.
Sr. Director, Regulatory Affairs
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Special Supplement -
Changes Being Effected

Douglas Sporn

Director, Office of Generic Drugs

Food and Drug Administration (CDER)

Document Control Room MAR 2 0 1996
Metro Park North II o mrnoSl-009

7500 Standish Place, Room 150
Rockville, MD 20855-2773

MAR 2 1 1996
Re:  AADA #63-067

Minocycline Hydrochloride Capsules USP, 100 mg 125
Dear Mr. Sporn:

y This is in response to your letter dated February 5, 1996 in which you commented on the
labeling for our abbreviated antibiotic drug applications for Minocycline Hydrochloride
Capsules USP, 50 mg and 100 mg.

In your letter, you requested that we revise our package insert labeling for the subject
product in accordance with the approved labeling of Minocin® (Lederle Laboratories
Division, revised December 1993; approved August 8, 1995).

We have completed these revisions and are submitting twelve copies of our final printed
insert labeling in Attachment A for your review.

We trust that the enclosed labeling is satisfactory. We are concurrently submitting a similar
supplement to our 50 mg strength application (AADA #63-066). If you should require any
additional information, please do not hesitate to contact me at (201) 540-7181, or Norma
Enders of my staff at (201) 540-4333.

Sincerely,
Sean Brennan, Ph. D.

Senior Director
Regulatory Affairs

182 Tabor Road * Morris Plains, New Jersey 07950 » (201) 540-7181 » Fax: (201) 631-7769
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Minocycline HC! Capsules, USP
0615G025

APR 24 1996

Minocycline HCI
Capsules, USP

DESCRIPTION

Minocycline hydrochioride, a semisynthetic

derivative of tetracycline, is (4 S-(4a,4aa,

Saa.12aa)}-4,7-Bis(dimethylamino)-1.4.4a,

5,5a,6,11,12a-octahydr0-3,10,12,12a-

to!rahydroxy 1.11-dioxo-2-naphthacene-
. de. s

formula is:

N(CHy), H  N(CH,),
CasHzNsO; » HCI M.W. 483.04
Each for oral & o i
ine h to 50 or

1wmgmmocy|$me In addibon, each capsule
NF and a8

Nr(m)mmmmm‘m
oxide; FDAC biue #1; gelatin, NF; siicon diox-
ide, NF; aommlawuh NF; titanium dico-
ide and yellow iron oxide. Thoso-mgunuus
shell also contains D&C red #28, D&C
yellow #10, and FD&C red £40.

CLINICAL PHMHAOOLOGV
Fi ing oral admini of
hydi L b ion from the

gammmmnal tract is rapid. Following a  single
to nonnal 'astmg adult volumaers maximum

serum in1to4
hours. The serum halHlta in normal volunteers

ged from app y 11 hours to 22
Wr . -

gvaneorwnnanﬁywm:mmmm

r fydrochio-
fide, the minocycine senum hali-ife ranged from
11|olsvunn7mwnhhepancdys~
funcion, and from 18 % 69 hours in 5 patients
with renal dysfuncton. Tneumurynndiml

recovery of
1zww-mmnmmim
fteracyciines.

that of other

. obiology—The Yy are
and are ght 10 exert their
anbmicrobial effect by the inhibison of prosein
The % Minocy-
mmmmmum
wwnmwawm
of

o DA Lgnd

thess orger © " L] 1.
mnmmmmmm
mdmwmdmw\g

Clirucal offy
mmmw-\mmm
AND USAGE section has not been documented.
GRAM-NEGATIVE BACTERIA-

WhorTe
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bacienostatc and are thought 1o exert their
e .TM' w“......d‘ !

lylo'amqmmppeoll‘gmm-po;iﬁvea:
1hese organisms to tatracyciines o !
While in witro studies have demonstrated the
Susceptibility ot most strains of the foliowing
ganisms, clinical efficacy for infections
other than those included in the INDICATIONS
AND USAGE section has not been documented.
GRAM-NEGATIVE BACTERIA:

Because many strains of e followng groups of
gram-negative Mmicroorganisms have been
10 be resistant to tetracyciines. culture

ibility tests are iaity recom-

mended:
Aamapa_das
Bactervides species
Eschenchia coli
Shigella species
GRAM-POSITIVE BACTERIA:
manysnimo'mefollowing groups of
gram-positive microorganisms have been
be resistant to tetracycines, culture
and susceptibility testing are especially recom-
. Up to 44 of Stre,
Siraine have been found 10 be resis-
i . Th , tetracy-
dis-

urealyticum
w*rm
Diftusion Tech Q! The use of antibioti
disk ibifity test which
zone"ut qivpsan : i ion of

phbikity of 5 to minocy
HCI. One such standarg procedure! has bee:
recommended for use with disks for testing
antimicrobials. Either the 30 mcg tetra-
cycline-class disk or the 30 mcg minocycline
dskmmused'ofthedetenninaﬁonmme
Susceptibility of microorganisms to minocyciine.

wmmislypeofpmcedureamponof'mpnl
bte"romtmlﬂbovawq indicates that the infect.
ing organism is likely to respond 1o therapy. A
report of “intermediate susceptibility” suggests
that the organi would be ptible it a high
dosage is used or it the infection is confined to
tissues and fluids {eg, urine) in which high
ibioti Mammined.Almnoi’mdo-
tant” indicates that the infacting organiem is not
likely to respond to therapy. With either the
. isk or the mi ine disi,

mmdlsmmgmrmm
tibility, zone sizes of 14 mm or less indicate
mistanee.andzmesizesoflsmwmm
:amimennediatampﬁbimy

Standardized pmdumsrsTghueimMeuseoﬂab-
19 and 28 mm for Staphyiococcus avreus
ATOCZSezammnlamzsnmbv
Escherichia coli ATCC 25922, The 30 mcg
mmwmmmm
Mawwmbrs.lmAch
Mmmmmamkxsu
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{89, m)mwhchhlmumooclemars
atained.

As with standard ditfusion methods, dikition pro-
cedures require the use of laboratory control
organisms. Standard tetracyciine or minocyciine
mmﬂmmmaozm
to 1.0 mog/ml for S. aureus ATCC 25823, and

1.0 mcglmL to 4.0 meg/mL for E. coli ATCC

INDICATIONS AND USAGE

les are | indicat-
ed in the of the
due to susteptible strains of the desugnated
microorganisms.

Rod(yMo\mlnsponedlever.twmnw
and the typhus group, Q fever, rickatisialpox
and tick fevers caused by Ri

Respiratory tract infections caused by
Lymphogranuloms venareum caused by
Chiamydia trachomets.
Psittacosis (omithoeis) due to Chiamyda
peHiaci.
T caused by Chiamydia

the infoctious agent is not aiways

although .
eliminated, as judged by immunofiuores-
cence.

unctivitis caused by Chiamydia

trachomatis.
Nongonococcal urethritis in adults caueed by
Ureap N or Ci rdia tra-
chomatis.
Mm'mmmﬁamwmﬁs.
Ch id caused by ius ducreyi.
Plague due 10 Yersinia pestis.
T 48 due 10 f isoll
Cmbmmnedby\fuiodlobme.

Aob fetus infecti d by
Camymmus

MMW)
is due 10 ia baciliformis.
doma inguine) d by C
. .

. d for of indec-
tions cauoed by the following gram-| negative
testing indi-
cates nppmpmm uncamhluy 1o the drnug:
Escherichia cok.
Enterobacter aerogenes.
Respiratory tract infections caused by
Haemophilus influenzae.

Rmtamymmdumwymm

cawsdbyi(mahws
sos aro indicat-
edbrmmmdmwwm
when

ng of r

app sus-
eamnﬁlynl\edvuq
Upper respiratory tract infections caused by
Streptococcus pneumoniae.
Skin and skin structure infections caused by
Staphylococcus aursus. (Note : Minocycine is
mmmdm:nmammdw
type of infection.)
Uncomplicated urethritis in men due to
Neissena gonomhoeae and for

treatment
doﬂmvgumlmm\svmnpendn
is contraindicated.

When penidillin is contraindicated, minocycline
is an altemative drug in the treatment of the fot-
infections:

N lowing
i in d by
gonorrhoage.
Syphikis caueed by Traponema pallicdum.

Yaws caused by Treponema pertenue.
ssmriosis due 10 Listerk
mmnwm

Vincent's i caused by Ft

fusiiorme.

Actinomy d by A {4
isrmoki.

caused by CX

In acute i ycing may
be & usehsl adjUNCE 10 SMSICICES.
|nvuv9rem.mvocychmmaybemdul
adpunciive therapy.

Oral ycline s nthe of

of e
nmmmmm
ynx. lnotﬂovtopmum\hauwumouo'

| camer,

ol . Mg Y

10 estabiish
Nw‘mumw Itis
recommended thn the pvoohyloctu: use of
minocyciine be for stuations in which
Mrnkdnmw-nm
W-mwumw
mulolmampcou’

that ora) minocychine has been
tully in the
caussd by MyCoDecianum mannum.
CONTRAINDICATIONS
This drug is contraindicated in persons who
r-va Wbmdhm
- - " WARNINGS

MINOCYCLINE HYDROCHLORIDE CAP-
SULES. LIKE OTHER TETRACYCLINE-CLASS
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ACNetoDacter Speins.

Respiratory tract infections caused by

Haemophius influenzae.

Respiratory tract and urinary tract infections

caused by Klebaieila species.

inocych Y ide cap are indicat-
ed for the treatment of infections caused by the
following gram-positive microorganisms when

iologic testing indi iate sus-

ceptibility to the drug:

Upper respiratory tract infections caused by

SBPIOCOCCUS PNEUMONGS.

approp

Skin and skin structure infections caused by

Staphylococcus aureus. (Note: Minocydiine is

not the drug of choice in the treatment of any

type ot staphylococcal ivection.)

Uncomplicated urethritis in men due to
. ’ and for

gor the
dwwmmw\iﬂlh
is consramcicated.

san drug in the of the fol-

n od by

gonorrhoase.
Syphilis caused by Treponema palidum.
Yaws caused by Treponema pertenue.

e 8 10 L
Anthrax dus 0 Bacilus anthvacss.
Vincent's infection caused by Fuscbactenum
fusiforme.

Actinomy d by Actinomy
israeli.

infections caused by Clostridium species.
In acute intesti iasis, minocyciine may
be a useful adiunct 10 amebicides.

In severe acne, minocycline may be useful

Oral minocyclne is i nthe of

to elimi g i from the t
ynx. In order to preserve the usefuiness of
inocyciine in the "

g | carner, o o Y

P 9 yping and 3
bility testing, should be performed 1o esiablsh
the camer state and the correct treatment. It is
ded that the prophy ic use of
mmwmm-shm
the risk of meningococcal meningitis is high.

This drug is contraindicated in persons who
have shown hypersensitivity 1o any of the wetra-
cydhines.

WARNINGS

MINOCYCLINE HYDROCHLORIDE CAP-
SULES, LIKE OTHER TETRACYCLINE-CLASS
ANTIBIOTICS. CAN CAUSE FETAL HARM
WHEN ADMINISTERED TO A PREGNANT
WOMAN. IF ANY TETRACYCLINE IS USED
DURING PREGNANCY. OR IF THE PATIENT
BECOMES PREGNANT WHILE TAKING
THESE DRUGS,THE PATIENT SHOULD BE
APPRISED OF THE POTENTIAL HAZARD TO
THE FETUS. THE USE OF DRUGS OF THE
TETRACYCLINE CLASS DURING TOOTH
DEVELOPMENT (LAST HALF OF PREGNAN-
CY, INFANCY, AND CHILDHOOD TO THE
AGE OF 8 YEARS) MAY CAUSE PERMA-

@ WARNER CHILCOTT
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Ty
NENT DISCOLORATION OF THE: TEE®H
n&mamv—enmvm T e
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ol o is L
use of the-deug bt nn-bom
obesrved foliows short-term

Enamei hypopn:ia has aigo n reported.
TETRACYCLINEADRUG ‘?REFORE‘
SHOULD NOT BE USED ‘DUMiNG TOOTH

patients with significantly impaired tuncti;:n.
higher serum leveis of tetracycline may lead to
, Py ia, and acidosis. If

5 level
may be advisable.
P " by an sod
SUNDbUM reaction has been n some
indivich taking tetracycl . This has been
0 rarely with X

lightheadedness, dizziness, or vertigo have
been reported with minocycline therapy.
Patients who experience these symptoms
should be cautioned about driving vehicies or
using hazardous machinery while on minocy-
ciine therapy. These Symploms may mpp_aar
during therapy and usually disappear rapidty
when the drug is discontinued.

PRECAUTIONS

Generai
Aswmmmm.medﬁs
dwmym‘hmmd i

Pmmmevmmmmsys-
tem symptoms (see WARNINGS) should be
. iyl ) of using har.
ardous machinery while on ma ychne therapy.
C use of ine May render oral
Plives less eff ive (see Drug
Interactions).
Laboratory Tests
hmmmmmis
suspected. a dark examinaton should be
mmmawwnm
umloqynpomamorm'y for at least four
montha.

hummthhamym
Sons of organ y nciucing hy
mmmmmmm
Ovug interactions

Because hﬁlcmmhcveboenuhownlo
de plasma " -

P activity,
dov t it
dosage.

Since b - y
gng

drugs may i with the

of penicillin, it is advisable to

avoid 2 drugs in conjunc-

Absorption of tetracyclines is impaired by
g aluminum, calcium or

The concurrent use of tetracycline and

been resuft in

Y

G use of tetra may render oral
contracepiives less effective.
meumyrmmmfm

Faise elevati of urinary NG levels
mywdnbmmlham
cence st
gumltwhwm

Dietary administration of minocveline in
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C ues of Y may rendes oral
o logs offech
Mvmm

of urnary
mmvmnmmmw
cence test.

Carcinoge is, Mutag pale

of Fertility

Dietary inistration of minocycl in
long-term tumorigenicity studies in rats resuted
in evidence of thyroid tumor production.
Minocyciine has aiso been found to produce
thyroid hyperplasia in rats and dogs. In addition,
there has been evidence of oncogenic activity in

Labor and
The effect of stracyciines on labor and delvery
I8 unknown.

Nursing Mothers
Tetracyciines are excreted in human mék.
Because of the potential for serious adverse
reactions in nursing infants from the tetracy-
clines, a decision should be made whether 10
nursing or the drug, tak-
ing into account the importance of the drug to
the mother (see WARNINGS).
Pediatric Use: see WARNINGS.
ADVERSE REACTIONS

Due to oral minocycline's virtually complete
abeorption, side sffects to the lower bowel, par-
ticularty diarrhea, have been infrequent. The fo-
lowing adverse reactions have been obeerved in

s, dysphagia Nibs, pan-
creatitis, inflammatory lesions (with monilial
overgrowth) in the anogenital region, and
increases in kver enzymes. . hepatitis and
¥iver taiture have been reported. Rare instances
of and have
been reponed in patlems taking the
tetracycline-class antibiotics in capsule and

of these patients took the med-

ication immediately before going to bed (see
DOSAGE AND ADMINISTRATION).

in: dar and ery rashes.

and rarely
have boen reported. Photosensitivity is dis-

cussed above (see WARNINGS). Pigmentation
ot the skin and mucous membranes has been
reported.

Renal toxicity: Elevations in BUN have been

philia have been
Cemral nervous system: Buiging fontaneis in
infants and benign intracraniat
{pseudotumor cerebri) in adults (see PRECAU-
TIONS—-General) have been reported.

Other: When given over prolonged periods
tetracyclines have been reported to pvomea
brown-black microscopic discoloration of the
thyroid glands. Very rare cases of abnormal thy-
roid l\mdlon have beon nponad

less
nand.ga(aeoWAMS)mdho
rarely, In adults heve been reported. Decreassd
hearng has been rarely reponed in patients on

minoCycine hycrochionde.
OVERDOSAGE

n case of

reat sy icaity and PO
measures.
DOSAGE AND ADMINISTRATION

THE USUAL DOSAGE AND FREQUENCY OF
ADMINISTRATION OF MINOCYCLINE DIF-
FERS FROM THAT OF THE OTHER TETRA-

CYCUNES. EXCEEDING THE RECOMMEND-
ED DOSAGE MAY RESULT IN AN
NCREASEDNCDENCE SIDE EFFECTS.
may be

taken with or without food.
ADULTS: The usual dosage of minocycline

FOR PEDIATRIC POPULATION ABOVE 8
YEARS OF AGE: The usual

dosage of
drnhydmduoridaewsuesls4HWlmuy
Nlomdbyzmmvymm
oo . other than
i jons in men: 200

mg initiatly, foliowed by 100 mg every 12 hours
brnmmnwndfourmye with poet-therapy
cullures within 2 10 3 days.
in the of

Ceethrtic cm mman AN e acae s 49 b e b b




nyorocmonoe capeules 15 2u0 Mg wary -
mdbylmmmﬂmm.n
more frequent doses.

doses are
wmmbsmybegmmlywed
tryonesowcnpsuelwr times daily.

FOR PEDIATRIC POPULATION ABOVE 8
YEARS OF AGE: The The usual dosage of minocy-
MMMMQAMQMW
blkmsduyZn\glkgeverywmws

L 9o fections other than
thriti ctal i in men: 200
mglmauymuowedby1wmgevevy12nwrs
for a minimum of four days, with post-therapy
cultures within 2 to 3 days.

In the nt of icated g |
ummsmmn100mgevery12hwrsfovﬁve
days is
Famumndw-lammlmge
ot

mmndmvnpumdtomisays
Close follow-up, laboratory tests, is
recommended.
camer state,

mnmﬁdmwcﬁi
mmdw:vwmgmlz

muratovﬁvedays

i : Although
opnma!doushavano(beenmbhshod 100
mgmvy12hmusbrsioewueksmveboen

umsssﬁmymammdnmwduses
§ urethral i
ia trachomatis of
Ureaplasma - 100 mg orally, every
12now-bratlew:evenmys

nts of fluids along
wnhcapudeandubmmoidmgsmme
cine-class 8 ded to reduce the

nudesophagealmmnnmmnon
in with renal i irment (see WARN-
by

mndunsmuasdby

INGS) the wotal cosage should be decreased
either reducing the recommended individual
doses and/of by extending the time intervals
between doees.

HOW SUPPLIED

Minocyciine hydrochionde capsules USP, equiv-
alent 10 50 mg or 100 mg minocyctine. are sup-
plied as:

§0 mg olive and brown, size #3, capsules
imprinted WC 6

‘Botties of 100 N 0047-0615-24

Botties of 1000 N 0047-0615-32
100 mg white and olive, size #2, capsules
imprinted WC 616:

Botties of 50 N 0047-0616-19

Botties of 1000 N 0047-0616-32
Storage Conditions: Store at st controlled room
temperature 15°-30° C (50°-86° F). Protect
from light.
Caution—Federal law prohibits dispensing with-
out prescription.

animals (rats, minipegs, 3
the rat, i 1t with Yy
y de has ted in goiter

nied by elevated radioactive iodine uptake and

evidence of thyroid tumor production.

to produce thyroid hyperplasia in rats and dogs.

REFERENCES

1. National Comm'maesbr Clinical Laboratory
e A d Standard: f

Sta ros for Antimicrobial Disk S tibsity
Tests, 3rd Edition, Vol. 4(16): M2-A3, Vitanova,
PA. Decomber 1884.

2. Nanonal Commmee for cumcal Laboratory
for
Dilution Annm:cmbual Suscapnbfllry Tests for

that Grow Eaition, Vi

5(22): M7-A, Villanova, Mwmes
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Vectrin®
0687G010

FOR POSITION ONLY

Vectrin®
{minocyciine hydrochloride
capsules, USP)

y Y ide, a y
derivative of tetracycline, is [4 S-(4a.4aa,
5aa,12aa)}-4,7-Bis(dimethylamino)-1,4,4a,
5.5a,6,11,12a- oclnhydvo -3, 10 12 12a-

ydroxy-1,11

CrsHpNLO- * HCH MW 483.94
Each Vectnn . for oral
nSOovamgm In admon, each

ngrec-
ents: 'NF and p

tinized starch, NF(eom) mw“m
tains geiatin, NF; silicon dioxide, NF. sodium
lauryl sultate, NF and titanium dioxide. The
50-mg capsule shell aiso contains D&C
yellow #10, and FDAC red #40. The 100-mg
mwwmmcmn

CLINICAL PHARMACOLOGY
oral i of

M 9

from the

wm-md Followng & single

to nonnal |aung nun volunteers, maximum
ined in 1 10 4

hun.'l’mmnnml-ﬁanmmm
ged from app y 11 hours to 22

with rena! dystunceon. Thewmrylndhal

recovery of
12 nomal voRsweers i ono-mn © m-m-m
that ol other WBWacychnes.
[ gy—The are p
baclencstatic and are moovn to exert their
antmicrobwal effect by the inhibmon of protein
Y The Y sing MINOCY-
chne, have siffsiar antvmicroteal spectra of activi-
ty against a wade range of gram-positve and
DRIV Orpar Cr of
'mwhm-m
While in vitro studies have demonstrated the
susceptibiity of most mm of the following
MICTOOMQANISMS, ) efficacy for infections
other than those inciuded in the INDICATIONS
AND USAGE saction has not been documernted.
GRAM-NEGATIVE BACTERIA:

Yersinia pestis

m«-vymdmmmoi
have been
Mnbht resistant tomnqdmes culture
and susceptibility tests are especially recom-




Erterobacter
2 tia COl
Kiabsieiia speces
Shigelia species
GRAM-POSITIVE BACTERIA:
Bacause strains of the folowng groups of
gram-positive microorgantsms have been
shown 10 be resistant 10 nes, culure
ded. Up 10 44 p t of D

sams have been found 10 be ress-
tant to yctine drugs. T refore, 10tracy-
mmmumum&

Alpha hemoly pos (viridans Group)

Treponema paidum

Traponema pertenue

Ureaplasma urealyticum

Susceptibility Tests

Diftusion Techniques—The use of antibiotic
disk susceptibility test methods which measure
zone gives an save yon of

coaty of gant %o menocychn
HCI. One standard procedure’ has been
recommended tor use with disks for testing
antimicrobials. Either the 30 mcg tetra-
cycine-ciass or the 30 mcg minocychine
sk should be used 101 the detenTenason of the
optibilsty of o © y

1s used o if the inkeceon 1 conkned 0
tissues and tiuids (eg, urine) in which high
antibiotic levels are ataned. A report ol “res:s-

tant” that the Q orgar s not
likely to respond to therapy. With either the

L disk or the minocyctine disk,
zone sizes of 19 mm or greater NOCAIS SUSCED-
tibility, zone sizes of 14 mm of less indicate
resistance, and zone sizes of 15 %0 18 mm indk-
cate imermediate susceptibility

oratory

dine disk should give 20ne ciameters between
19 and 28 mm for Staphylococcus aureus
ATCC 25923 and between 18 and 25 mm for
Escherichia coli ATCC 25822. The 30 mcg
minocycline disk should give zone diameters
between 25 and 30 mm for S. aureus ATCC
25023 and batween 19 and 25 mm for E. co¥

INDICATIONS AND USAGE
vecinn capsules are indicated in the
of the L due 1o

susceptibie strains of the designated
MICTOOIDRNIBMS .

fever, typhus fever
and the typhus group. Q fever NCkBENaIpox
and tick levers caused by Ricketisias.
Resp y trect i d by
Mycopissme
Ly g d by




1K vow TaRPIe v Saes R
1.0 meg/mL 10 4.0 mcg/mL for E. cok ATCC

INDICATIONS AND USAGE
Vectnn upsules are indicated in Ihe
ot the due

lulcepnble strains of the oealgnnod
TICTOOIGANSMS.

NNWM.OMV.mx
and tick fevers caused by Ricketisiae.
Resp y tract i d by
Mycopiasma

Lymphogranul ve d by
Chiamyda trachomags.

Psittacosis (ormithosis) due to Chamydie
A

T caused by Ch ol
the miectious s not aways
elimnated. as judged by immunoliuores-

L caused by Chiamy

tetus i d by
Wﬁms
Ua species {in con-
puonmnmvyun)
due to

baciitormnis.
Granuioma inguinale caused by Calymma-
tobactenum gmu&oma

ychine is indicated tor of indec-
tons d by the 9 grai gal
when iC tesng NG~

cates appropriate susceptibility to the dnig:
Escherichia coli.
Emercbacter aerogenes.
Shigeiia species.
Acinetobacter species.
Respiratory tract infections caused by
Haemophius influenzae.

Wmammmm

mwww
are indicated for the
dnmmmodbymeumngw
gar when testng
appropri ipibility 10 the drug:

Upper respiratory tract infechons caused by

Sreplococcus pneumonae.

Sknm:kmmnwmwby
Staphylococcus aureus. (Now: Minocychine is
notmawofm-nmmmldw
'ypedmw‘omlmW)
Uncomplicated urethritis in men due to
Neissena gonorrhoeae and for the treatment
of other gor i i when penk
is contraindicated.
When penicillin is contraindicated, manocycne
nmmmdmgmmmdmu-
mwemns
" d by
gonmmome.
Syphilis caused by Trep
Yaws caused by Treponema pertenue
Listeriosis due 1o Listerna monoCyiogenes.
Anthrax due to Bacilius amhracs.
Vincent's infection caused by Fusobactenum
fusiforme.

Actinomycosi d by A y
israelii.
uauudby"
in acute i i y mey
u-wmnm

In severe acne. Veckin may be usehd SdpInC-
mm

mwdwm
rom the

ym in omr Iommlho usefuiness of
ot

0 camer. g y
- and

buisty teseNg. Mbammlom

nwmmmmwns

d that the prophy use of

shully 1 the of
Cauned Dy MyCODSCISMUIT MENMAT.
CONTRAINDICATIONS
Trs drug is contrandscated in who
have shown 10 any of the tevua-
WARNINGS
VECTRIN CAPSULES. LIKE OTHER TETRA

CYCLINE-CLASS 3

FETAL HARM WHEN ADMINISTERED TO A
PRAEGNANT WOMAN. IF ANY TETRACY-
CLINE IS USED DURING PREGNANCY. OR IF
THE PATIENT BECOMES PREGNANT WHILE
TAKING THESE DRUGS.THE PATIENT
SHOULD BE APPRISED OF THE POTENTIAL
HAZARD TO THE FETUS THE USE OF

smvAonE A1 ARS




Upper mumofy tract infections caused by
Streplococcus pneunoniae.

Skin and skin structure miections caused by
Staphylacoceus aureus. (Note: Minocycine s
not the drug of chowce in the treatment of any
type of staphylococcal infection.)
Uncomplicated urethritis in men due to
Neissena gonomhosae and for the treawment
of other gonococcal INMBCEONs when penicilin
5 contrandicated.
When penicilin 8 Contraindicated. MINOCycne
is 8an akematve drug N the Weasment of he fol-
Iowng infeceons:
n by
gonomhoese.
iis caused by Ti
Yaws caused by Treponema peranue.
Listeriosis due to Listena manocysogenss.
Anthvax due to Baciius anthvacrs.
Vincent's i caused by Fi
fusitorme.

A ycosi d by A y
igraelii.
caused by Ci
in acute # Y may
be a useful adjunct 10 amebicides .
In savere acne, Vecinn may be usehi adunc-
tive therapy.
Omal of
uymmomanc umd Nacnmw
from the

ynx In order to prmrve the useluiness of
Y in the ot asy

menir carner, diagnosti Y
mcluding g and

bumy testing, should be pﬂ'ormed 10 establish

the carmier state and the correct treatment. it is

racommended that the prophylactic use of

for n which

mmkdmwmlmmsnm
Oral minocyciine is not indicated for the treat-
Mdmmgwaunnm
oh no dlinical ethcacy studees
have been conducted, mmmm

that oral munocychne ydvoanondehasboan
shully in the

used
mbywmmlmm
CONTRAINDICATIONS

This drug is contraindicated in persons who
have shown hypersensitivity 1 any of the tetra-
cycines.

WARNINGS

VECTRIN CAPSULES, LIKE OTHER TETRA-
CYCLINE-CLASS ANTIBIOTICS. CAN CAUSE
FETAL HARM WHEN ADMINISTERED TO A
PREGNANT WOMAN. IF ANY TETRACY-
CLINE IS USED DURING PREGNANCY, OR IF
THE PATIENT BECOMES PREGNANT WHILE
TAKING THESE DRUGS,THE PATIENT
SHOULD BE APPRISED OF THE POTENTIAL
HAZARD TO THE FETUS. THE USE OF
DRUGS OF THE TETRACYCLINE CLASS
DURING TOOTH DEVELOPMENT (LAST
HALF OF PREGNANCY. INFANCY. AND
CHILDHOOD TO THE AGE OF 8 YEARS) MAY
CAUSE PERMANENT DISCOLORATION OF
THE TEETH (YELLOW-GRAY-BROWN).

@ WARNER CHILCOTT




vecuin-

This s more dunng
iong-term use of the drug butl has been
cabesrved short-lerm

Enamel nypoplaua has aiso been repored.
TETRACYCLINE DRUGS, THEREFORE,
SHOULD NOT BE USED DURING TOOTH
DEVELOPMENT UNLESS OTHER DRUGS
ARE NOT UIKELY TO BE EFFECTIVE OR ARE
CONTRAINDICATED.

Al wtracyciines form a stable caicium compiex
in any bone-forming tmsue. A decrease in hbuia
growth rate has been obesrved i young am-
mais (rats and rabbits) given oral Istracycine in
doses of 25 mg/kg every six howrs. This reecton
was shown 10 be reversible when the drug wes

’ "

sues, and can have tanc slects on The Gevelop-
g fetus (ohen reistad 10 retardason of skelet

E ot Yy has
Deen NOBd 1N AMYMals VeSS Sarly N YOYNANCY.
The snaanabokc acson of the may
cause an ncrease in BUN. Wisie %us & not a
mh_mmmwm n

is taking ychnes. This has been

Comml nervous system side m nciuding
have
boen reported with mmocyclme therapy.
who these sy

nhould be cwnoned about driving vehicies or
using hazardous mlcmrmy while on mnocy-
cine therapy. These symptoms may disappear
during therapy and usually disappear rapidty
when the drug is discominued.

PRECAUTIONS

Genenal
As with other antibiotic preparasons, use of this

use of minacyciine.

Patients who expéarience central nervous sys-

tem symptoms (see WARNINGS) shouid be

cautioned about driving velucles or using haz-
therapy

adous y while on Y A

C use of may render oral
P iess off (see Drug

Ineractions).

Laborstory Tests

n oyphike is

suspeciad, & derk-held sxamuneson shoukt be
done before reatment & sanad and the biood
seroiogy repeated monthiy for at least four
months.

ot "

dossge.

Sence arugs with the

acson ot s ©

ovoud gvng ¥ Class drugs in Cony

on with periciln.

A ot y is imp. by
') S Of mag-

NONUM, SNG KON-CONBINIDNG PreParations.

The concurrent use of telracycline and
has been rep result n

tata) nmlmy

G use ot ines may render oral

contraceptives less effective.

Dmyl.uov_nuy'l’m Interactions

of unnary oveis
mmmmmemnm
Sence test.

Cerck " Ape
of Fertiiity -
Dietary ¥ of mi i in

ong-tern IMONgeMCity Sxies in rats resulted
n evidence of thyroid tumor production.




of Fertility

Dietary i of ycline in
fong-term tumongenicity studies in rats resuled
ine of thyroid tumor pr ion.
Minocycline has aiso been found 1o produce
myvoidw-nmmm. in addmon,
there has been evidence of onCogeNC actvity n
rats in studies with a reiated anbbiotc.

cycline (ie, adrenal angd pituitary tumors).
Likewise, although mutagenicity studies of
minocycine positive

nave not been conducted.

results in in vitro mammakan Celi asaays (ie.
mmmwcmmw
oeiis) have been d for reised .

( ychne hy and oxy ychne)
&mmllmmmlm)
studies have provided ewidence that mwnocy-
cine impeirs fenisty 5 male rets

¥ ic Eftects: Pragr
Category D (w88 WARNINGS).
Labor and Debvery

The eftect of letracychnes on isbor and delvery
s uUnknown.

o 4 ) pan-
creatitis, inflammatory jesions (with monikal
overgrowth) in the anogenital region. and
i i fver Rarely. and
ol it 8s0phage have
been reported in patients taking the

yciine-clags antibiotics in cap and
1ablet form. Most of these pstients 1ok the med-
ication immediately before going to bed (see

DOSAGE AND ADMINISTRATION).
: Maculopapular and rashes
Exfolative germatits has been reported bul is

Renal toxicity: Elevations in BUN have been
mnm-wmmmmmqm
WARNINGS).
nuitivity reactiors: Urticana, angeoneu-
rotic edema, polyarthraigia, anaphylaxs. sna-
phy d percarndits, ot
y ic lupus ery and rarely pul-
monary infiltrates with aos:nophika have been
d. A transient lupus-kke sy has

-l:o been reported.
Blood: ¢ ytic anemia,

and Wia have been reported
Central ne system: ging is in
infants and benign intracranial hypertension
(pseudotumor cerebri) in adults (see PRECAU-
TIONS- 1) have been reponead
Other: When given over proionged periods.
tetracyclines have been reported to produce
pbrown-black microscopic tscoloration of the
thyroid giands. Very rare cases ot abnormal thy-
roid function have been reported.
Tooth in p iC pats lass
may-nduw«nWAMGS)md-o.
rarely. In adults have been reponed. Decressed
hearng hes Desn rerely seponed n patents on
minocychne hydrochionde.

OVERDOBAGE

In case of

roat sy iy and SUPP
measures.
DOBAGE AND ADMINISTRATION

THE USUAL DOSAGE AND FREQUENCY OF
ADMINISTRATION OF MINOCYCLINE DIF-
FERS FROM THAT OF THE OTHER TETRA-
CYCUNES. EXCEEDING THE RECOMMEND-
ED DOSAGE MAY RESULT IN AN
INCREASED INCIDENCE OF SIDE EFFECTS.

p may be

taken with or without #00d.
ADULTS: The usual dosage of Vectrn (minocy-
chine hydrochionde ) is 200 mg initially
tollowed. by 100 mg every 12 hours.
ively, it more trequt doses are pre-
fermed, two of four S0 mg capsules may be grven
initially followed by one 50 mg capsuie four
times daily.
FOR PEDIATRIC POPULATION ABOVE 8
YEARS OF AGE: The ususi doasge of V

itis and | i in men: 200
mm.mw1wmm12ms
tor a minimum of four days, with post-therapy
Qultures wihin 210 3 0 3.
in the wemtment of uncomplicated gonococeal
uretivitis in men. 100 mg 12 hours for fve
days s recommended.

. e e At AAcamn




FOR PELIA TR FUPULATIUN Anuv: c

AGE: The usual dosage of

4 nw
mwuonabyznwmizms

Ly other than

and L n men: 200

mg initially, fokowed by 100 mg every 12 howrs

for a mimmum of four days, With post-therapy

cultures wihin 2t0 3083

In the of ur

wrethritis in men, |00mgmry12nanlovive

days is recommended.

For the treatment of syphiiis, Nuuunlduuge

ot Vectrin Y

muwm-mmwms

days. Close follow-up, inciuding laboratory tests,
is recommended.

in the treatment ot memngococcal camer state,
the recommended dossge 8 100 mg every 12
hours for fve days.
Anthough
optmal goses have not besn established, 100
mmlzmmsnemmm
N & kmaed number ot cases.

sk ot o

in patients with renal ImpasTent (see WARN-
INGS) the total aosage should be decressed by
either g the

doses -wuwcmmmm
mm

uowmn

Vectrin
USP), W © 50 mg or 100 mg rmnocy-
cline, are supplied as:

50 mg D Qque, size #3,

mg
Bottles of 100 N 0047-0687-24
Botes ot 1000 N 0047-0687-32

100 mg blue . size #2, |
Vectrin 100 mg:
Bottles of SO N 0047-0688-19
Bottles of 1000 N 0047-0688-32

Storage Conditions: Store st controlied room
temperature 15°-30° C (59°-86° F). Protect
from light.

Caution—Federal law prohibrs chspensing with-
out prescription.

ANIMAL PHARMACOLOGY AND
TOXICOLOGY
Minocycine HCI has baen observed 10 cause a

evidence of thyroid tumor production.
Minocydiine has aiso been found
10 produce thyroid hyperplasa i rats and dogs.
REFERENCES

[¢  for Chinical L y
SL ADDH F
Star for Disk Dbility
Tests. 3rd Editon, Vol. 4(16): M2-A3, Villanova,
PA. December 1884.

2. National C i for Chinical L Y
A “ AR tor

Dalunon Annmvcmaal wcapauhvy Tests for
that Gi 2nd Eamon, Vol.

row A
5(22): M7-A, Villanova, PA. Daeavmr 1985.
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Minocycline HCI
Capsules, USP

Minocycl v a . .

derivative of tetracyciine, is [4 S{4a.48a.
Saa.12sa)}-4.7-Bis(dimethylamino)-1.4.4a,
5.58.6.11,12a-0ctahydr0-3.10.12,.12a-

mNanhmuMNFMmaw
shell aiso contains D&C red %28, D&C
yetiow #10, and FDAC red #40.

wmmwot.oov

F ing oral of mi

[, from the
mo:'mulmnrw Following a singie
10 normal lmng adult vo!untoen maximum

serum niwe
hours. manmna”-hhmnonwm
ged from app 11 hours 10 22
hours.
When hy
given with a meal whuch inciuded
daity products, the extent of absorption was not
. The peak pissma concen-

trations were slightly Gecreased and deleyed by
one hour when administered with food, com-
pared 10 dosing under tasting conditions.

Yersinig pasts
mmmdummd

- have been
shownb mmbwnydlmuma
amwumymlnmw'nom-

BACTERIA:
Because sains of the followng groups of
gram-positive microorganisms have been




vono choserse

Yersinia peses

Bacause many straine of the following groups of
gra ? have been
Shown 10 be resistant 10 tetracychnes, culture
&nd susceptibility tests are especially recom-
mended:

Acinetcbacier species

Bactervides speces

Enterobacter serogenes

Eacherictes col

Shigelia species

GRAM-POSITIVE BACTERIA:
Bewnemnymo'mhlmvingwof
[:] posi gani have been
shown 10 be resistant to tetracyciines, culture
and ibi are ly fecom-

y Sasing
Up 10 44 of Si
Pyogenes gweins have been found 10 be resis-
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18 used or it the nfection is confined 10
tissues and fiuids (eg, urine) in which high
IIOtC levels are attained. A report of “resis-

g orgal is not

likely to respond to therapy. With either the

disk or the minocycine disk,

Zone sizes of 18 mm or greater indicate suscep-

tibility, zone sizes of 14 mm or less inckcate

resistance, and zone sizes of 15 10 18 mm indi-
susceptibility.
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ATCC 25922
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resistant it the MIC is 16 mcg/mi or greater.
Organisms with an MIC vaiue of less than 16
mcp/ml. but greater than 4 meg/ml. are expect-
ﬁbhmﬂl@mhuu
# the inlection is confined 10 tssues and fuids
™) 1w gt St levels e

INDICATIONS AND USAGE
M are et
od in the of the foi

mummomw

and tick fevers causod by Ricketmes.

R Y tract int d by
pneumorsee.

Ly 0 oul d by

Chiamycta wachomaiis

Psi {om# aue to Chi

patiac. .

T caused by Chismydia <,

h the infectious agent is not
eliminated, as judged by immunofiuores-
cence.

L . . v Cn
trachomat's.
Nongonococeal urethritis in adults caused by
U icum or Ch i@ tra-
chomats.

ing fever due to B
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WARNINGS
MINOCYCLINE HYDROCHLORIDE CAP-
SULES, LIKE TETRACYCLINE-CLASS

3 OTHER
ANTIBIOTICS, CAN CAUSE FETAL HARM
WHEN ADMINISTERED TO A PREGNANT
WOMAN. IF ANY TETRACYCLINE IS USED
DURING PREGNANCY, OR IF THE PATIENT
BECOMES PREGNANT WHILE TAKING
THESE DRUGS,THE PATIENT SHOULD BE
APPRISED OF THE POTENTIAL HAZARD TO
THE FETUS. THE USE OF DRUGS OF THE
—==~AvelnE ~UaRE DHRING TOOTH
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WARNINGS
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Minocyciine HC! Capsules, USP
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short-emn
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PRECAUTIONS
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Terstogenic Effects: Preg - P
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ADVERSE REACTIONS

Duse to oral minocycdiine’s Y
absorption, side eflects to the lower bowei, per-
ticularty have L The foi-
mﬂ "_Ww' n

glossic pan
creatitis, inflammatory lesions (with monikal
ovovgvowth) in the anogenitai region. and
increases in iver enzymes. Rarely, hepatits and
fiver taiure have besn mporied. Rave mm

ot vapeal
been reported in pnloms taking the
antibiotics in capsule and

Renat lomclty Eievations in BUN have been
and are apparently dose reiated (see
WARNINGS)
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ED DOSAGE MAY RESULT IN AN
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tien with of without 1000,
ADULTS: The usual dosage of minocyciine
is 200 mg inftially fol-

FOR PEDIATRIC POPULATION ABOVE 8
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followed by 2 mg/kg every 12 hours.
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10OwWes by 100 Mg every 12 NOUTs. ArBamasvery, i
mOore HeQUENt COBSS &re Preferred. WO O four
50 mg capsules mhmi_ﬂym
by one 50 mg capsule four Smes daily.

FOR PEDIATRIC POPULATION ABOVE 8
YEARS OF AGE: The usual

dosmge of
MWM-AMM
umbyzm-nrylzm
for other than
and n men: 200

mgnﬂy Hmdby'lwmmy'lzhan
for a minimum of four days, with post-therapy
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Cioss follow-up. inclucing lsboratory tests, is
recommencied.

in the treatment 0! MENINOOCOCCE CRMMSr S8,
the recommenced dosage s 100 mp every 12
hanbvinm

: Although
optimal coses have not been established. 100
mg every 12 hours for 6 0 B wasks have been
used & imited number of cases.
¢ Joa
hmmﬁmmu
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of fuids along
mmmmmumnu
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n pat with mnal (see WARN-
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USP, equiv-
d.lbiomoorlmmgm\n are sup-
plied as:

50 mg ohve and brown, size #3, capsules
mpni WC 615:

Botties of 100 N 0047-0815-24
Bottes of 1000 N 0047-0615-32
100 mg white and olive, size #2. capsuies
impnntad WC 816:
Bomes of 50 N 0047-0616-19
Botes of 1000 N 0047-0816-32
Sorage Conditions: Store st controlisd room
tempersture 15°-30° C (59°-86° F). Protect
from ght.

‘ederal isw prohi Q0 with-
Out praacTiphion.

ANIMAL PHARMACOLOGY AND
TOXICOLOGY

Minocyciine HC1 has besn obesrved 10 cause 8

de has goner
nied by elevaind radioacive odne uptaks and
ovueenco ot thyroid tumor production.
hydrochionids has siso been found
10 produce thyroid hyperpiasia in rats and dogs.
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APPLICATION NUMBER 063066 /S011, 010, 009, 008,
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AADA 63-066/S-006, 007
63-067/S-006, 007

NAME AND ADDRESS OF APPLICANT:

Warner Chilcott, Inc.
182 Tabor Road
Morris Plains, NJ 07950

PURPOSE OF AMENDMENT/SUPPLEMENT

S-006: To provide for elimination of the overage of active drug substance in both
potencies of this drug product. '
S-007: To introduce a coarse screening step for the minocycline and .tended to

prevent accidental transfer of

S-008: Stability data to support an expiration date of 24 months for the revise formulas.

DATE(S) OF SUBMISSION(S)
Submission not dated - received 3/1/96.

PHARMACOILOGICAL CATEGORY TRADE NAME NONPROPRIETARY NAME

Antibacterial N/A Minocycline Hydrochloride
DOSAGE FORM POTENCY RX OR OT
Capsules 50 mg R
100 mg
SAMPLES RELATED IND/NDA/DMF STERILIZATION
N/A N/A "N/A
LABELING
N/A
BIOEQUIVALENCY STATUS
N/A
ESTABLISHMENT INSPECTION
N/A




COMPONENT ITION, MANUFA

N/A

PACKAGING
N/A

STABILITY
N/A

REMARKS AND CONCLUSION

The firm obtained approval for these applications with 2 4cess of drug substance in the
formulation. They now propose to eliminate this overage (S-006). The approved formulation
for 100 mg capsule (as revised in Y-003, submitted 12/3/93) and the proposed revision are
presented below for comparison. The approved and proposed revisions for the 50 mg capsules
are proportional.

100 mg CAPSULE:

INGREDIENTS UNIT FORMULA BATCH FORMULA
PER ULE:

APPROVED PROPOSED APPROVED PROPOSED

Minocycline HCl
Pregel. Starch
Magnesium Stearate

Target Fill Weight 270.0 mg 270.0 mg )
Notes: 1. Equivalens to 100 mg minocycline as base per capsule plr «cess at 100% potency.
2. Egqudvalent to 100 mg minocycline as base per capsule at 100% potency.
3. The amount of - s adjusted for the amount of minocycline hydrochloride
added, the total weight required to equal mg per capsule.

The firm discussed this proposed change with the Division of Bioequivalence in December of
1992. At that time the firm concluded from this conversation (with Dr. Dighe) that a Bio study
was needed to support the removal of the excess from the formula. However, it appears
from an examination of the letter in the file that, during the conversation, Dr. Dighe consulted
the Orange Book and decided that since this drug product is rated AB, no study was needed.
In any event the firm did do a study on the 100 mg strength and have submitted the results. Dr.




Moheb Makary discussed this with me and, after consulting Mr. Harrison, I told Dr. Makary
that we normally would not expect a biostudy to delete an overage. He indicated that was
fortunate since the study suffered from a flawed design. He stated that he would waive the study

rather than review it.

The firm also introduces 2 step for the minocycline and atended to
prevent accidenta’ ) ] (S-007). The batch size
will be increased The expiration dating would remain the same
at 24 months.

Information submitted in support of these submissions includes:

1. Copies of the revised Master Formulas.
2. Batch records for exhibit batches of .00 mg capsules and ) -0 mg
capsules.

3. COA’s for reference lots of each strength and COA’s for each exhibit batch.
4. Comparative dissolution studies of batches made with and without the excess.
5. 3 months accelerated stability data and 24 months data at 30°C for each strength.

6. Development report demonstrating that the addition of the coarse scre;ening step
does not effect the particle size of the drug product (Attachment 2).

These supplement are approvable.

RECALLS Reviewer Date Completed
N/A R.C.Adams 6/5/96 :
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Minocycline HCl Warner Chilcott Laboratories
50 mg and 100 mg Capsules Morris Plains, NJ
AADA #63-066 (50 mg) Submission Date:
AADA #63-067 (100 mg) March 1, 1996

Reviewer: Moheb H. Makary
63067SDW.396

Review of a Bioequivalence Study, Dissolution Data
and Waiver Request

I. Objective:

The firm submitted these two supplements to provide for a
reformulation for its Minocycline HCl, 100 mg and 50 mg Capsules
to remove the excess of active drug substance, Minocycline
HCl, USP, and making an appropriate adjustmeﬁt in the amount of

' to maintain the target capsule weight.
The firm also plans to incorporate a increase in the
maximum batch size for the 100 mg strength. The firm's 50 mg
capsule product is covered by a separate AADA (63-066), which is
concurrently being supplemented for these changes.

To support the removal of the from the current formula the
firm has submitted a single-dose, two-way crossover
bioequivalence study comparing the relative biocavailabilty of
Warner Chilcott Minocycline HCl Capsules, USP, 100 mg with and
without a overage of Minocycline HCl, USP, taken under fasting
conditions. The firm also submitted comparative dissolution
profiles for batches of both the 50 mg and 100 mg strength-
products, with and without the excess of Minocycline HCl, USP.
The firm requested a waiver:-of in vivo bioequivalence study
requirements for its Minocycline HCL, 50 mg Capsule.

II. Background:

Warner Chilcott Laboratories had previously conducted an
acceptable in vivo bioequivalence study (a single-dose study
under fasting conditions) on its Minocycline HCl Capsule, 100 mg
which includes a 2xcess of Minocycline HCl, USP. Waiver was
granted for the 50 mg strength which also includes a excess of
Minocycline HCl, USP. The firm has held an approved AADA #63-067
for Minocycline HCl, 100 mg Capsule and AADA #63-066 for N
Minocycline HCl, 50 mg Capsule since July 31, 1990.

IITI. In Vivo Results:

Fourteen (14) healthy male subjects (12 plus two alternates)
participated and completed the study.

The plasma minocycline concentrations (ng/mL) following
administration of test lot A (without overage) and reference lot
B (with 5% overage) are shown in Table I. The 90% confidence
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intervals (log-transformed) for AUC ; ., AUC;, and C,,  are shown

in Table II.

The data demonstrate that there are no statistically significant

differences for minocycline between the test and reference lots

for AUC , AUC. . and C The 90% confidence intervals for
¢0-1TLO0Q) inf max. R "

each of the above parameters are within the acceptable range of

80-125%.
IV. Dissolution Data:

The firm has submitted comparative dissolution data on its
previously approved minocycline HCl 100 mg and 50 mg Capsules

(with a excess of Minocycline HCl) and reformulated products
(without a excess of Minocycline HCl and with adjustment in
the amount of using the following

dissolution conditions:

Test product: Warner Chilcott's reformﬁlated Minocycline
HCl Capsules
100 mg, lot #977N2L
50 mg, lot #976N2L
Reference product Warner Chilcott's previously approved
Minocycline HCl Capsules
100 mg, lot #637D2L
50 mg, lot #13013L
Method: USP 23, apparatus II (paddle) at 50 rpm.
Medium: 900 mL of water
Number of Tablets: 12

Specifications: NLT in 45 minutes.
Dissolution testing results are shown in Table III.
V. Formulations:

Warner Chilcott's reformulated and previously approved
Minocycline HCl Capsules, 100 mg and 50 mg are shown below:

Minocycline HCl Capsules’

Component Reformulated Previously Approved
50 mg 100 mg 50 mg 100 mg
Minocycline HCl USP 54.0° 108.0° 56.7 113.4 .
Pregelatinized .
Starch, NF

Magnesium Stearate

Target Fill Weight 220.0 270.0 220.0 270.0

® Equivalent to 50 mg of minocycline as base per capsule at 100%
potency (theoretical equivalent of minocycline HCl is 92.6%).
This weight will be further adjusted upon the results of the
potency test.
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b The amount of ) is adjusted for the amount
of minocycline HCl added. The total weight for minocycline HC1
and - should equal 217.8 mg per capsule.

¢ Equivalent to 100 mg of minocycline as base per capsule at 100%
potency (theoretical equivalent of minocycline HCl is 92.6%).
This weight will be further adjusted upon the results of the
potency test. '

d The amount of is adjusted for the amount
of minocycline HCl added. The total weight for minocycline HC1
and - should equal 267.3 mg per capsule.

VI. Comments:

1. The bioequivalence study conducted by Warner Chilcott
Laboratories on it reformulated Minocycline HCl 100 mg Capsule,
lot #977N2L comparing it to the previously aéproved formulation
containing excess Minocycline HCl (AADA #63-067, Minocycline
HCl 100 mg Capsule, approval dated July 31, 1990) is acceptable.
However, the firm should have conducted the biocequivalence study
on its the reformulated product comparing it to the reference
listed product Minocim?® 100 mg Capsules manufactured By Lederle
Laboratories instead of its previously approved product.

2. Dissolution results for the reformulated products Minocycline
HCl 100 mg and 50 mg Capsules are acceptable as summarized in
Table III.

3. Since the amounts 54.0 mg and 108.0 mg of Minocycline HCl for .
the 50 mg and 100 mg strengths are equivalent to 50 mg and- 100
mg, respectively, of minocycline as base per capsule at 100%
potency (theoretical equivalent of minocycline HCl is 92.6%). And
based on USP 23 specifications, the Minocycline HC1l Capsules
should contain the equivalent of not less than 90.0% and not more
than 115.0% of the labeled amount of minocycline. The request to
remove the  :xcess of active drug substance, Minocycline HC1,
USP, from the firm's Minocycline HCl, 50 mg and 100 mg Capsules
may be granted. '

4. Adjustments the amount of . ] . for
Minocycline HCl Capsules, 100 mg and 50 mg are covered under
SUPAC-IR , November 1995, Level 1 Changes (i.e., acceptable
dissolution testing).

VII. Recommendations:

1. The dissolution testing conducted by Warner Chilcott
Laboratories on its reformulated Minocycline HC1 100 mg and 50 mg
Capsules, lot #977N2L and 976N2L, respectively, is acceptable.
Waivers of in vivo biocequivalence study requirements for the test
products are granted. From the bioequivalence point of view, the
Division of Bioequivalence deems the reformulated Minocycline HC1l
100 mg and 50 mg Capsules to be biocequivalent to the firm's
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previously approved Minocycline HCl 100 mg and 50 mg Capsules and
for which the firm currently holds an approved AADAs.

2. The dissolution testing should be incorporated into the firm's
manufacturing controls and stability program. The dissolution
testing should be conducted in 900 mL of water at 37°C using USP
23 apparatus II (paddle) at 50 rpm. The test product should meet

the following specifications:

Not less than of the labeled amount of drug in the
dosage form are dissolved in 45 minutes

The firm should be informed of the above recommendations.

e

Moheb H. Makary, Ph.D.
Division of Bioequivalence
Review Branch III

RD INITIALLED RMHATRE
FT INITIALLED RMHATRE \ Date: é/,’{ ; 7¢

sacer G/

Concur

ISw)é‘it‘h/éhan, PH\D.
irector
Division of Bioequivalence

MM/6-25-96/wp 63067SDW.396

cc: AADA # 63-067 and #63-066 (original, duplicate), HFD-600
(Hare), HFD-630, HFD-658 (Mhatre, Makary), Drug File, Division
File.

~
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Table III. In Vitro Dissolution Testing

Drug (Generic Name): Minocycline HCl 100 mg and 50 mg Capsules
Dose Strength: 50 mg and 100

AADA No.:63-066 and 63-067

Firm: Warner Chilcott Laboratories

Submission Date: March 1, 1996

File Name: 63067SDW.396

I. Conditions for Dissolution Testing:

USP 23 Basket: Paddle:X RPM:50
No. Units Tested: 12 Capsules
Medium: 900 mL of water .
Specifications:NLT in 45 minutes

Reference Drug: Warner's previously, approved Minocycline HCl

100 mg and 50 mg Capsules
Assay Methodology: ‘

II. Results of In Vitro Dissolution Testing:
Sampling Test Product " Reference Product
Times Lot # 977N2L, without 5% Lot # 637D2L, with 5% excess
Minutes) excess of Minocycline HCl of Minocycline HC1
Strength(mg) 100 Strength(mg) 100
Mean % Range %CV Mean % Range %CV
15 96 2.7 98 1.4
30 101 1.2 98 1.4
45 100 1.3 99 1.4
60 102 1.2 99 1.3
Sampling Test Product Reference Product
Times Lot # 976N2L, without 5% Lot # 13013L, with 5% excess
Minutes) excess of Minocycline HCl of Minocycline HC1
Strength (mg) 50 Strength (mg) 50
Mean % Range £¥CV Mean % Range %Cv
15 93 2.9 100 . 1.6
30 97 2.0 102 1.6
45 98 1.6 103 2.0
60 98 1.4 104 1.6
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A comparison of arithmetic mean (%RSD) plasma minocycline
concentrations (ng/mL) following administration of test lot A (without
ovemge) and test lot B (with 5% overage)

— m—
l Time Lot A Lot B Ratio Statistical
(hours) A/B Significance
0 0 0 NSD
0.5 294(82) | 332(105) 0.89 NSD
1.0 11095(45)| 1123(41) 0.98 NSD
2.0 [1288(18)| 1332(16) 0.97, NSD
3.0 |1240¢24)| 1228(1s) 1.01° NSD
4.0 ]1163(15)| 1187(17) 0.98 NSD
6.0 934(15)| 974(17) 0.96 NSD
8.0 754(12) | 780(18) 0.97 NSD
12 564(16) | ss0(18) 1.01 NSD
16 442(15) | 449(20) 0.98 NSD
24 302(24) | 294(28) 1.03 NSD
( h 36 176(25) | 180(34) 0.98 NSD
S — 48 92(31) 91(47) 1.01 NSD .
60 59(36) 60(59) 0.98 NSD
72 35(65) | 26(116) 1.35 NSD

Test lot A (without overage) administered under fasting
conditions.

Test lot B (with overage) administered under fasting

conditions.
Ratio of arithmetic means of Lot A/Lot B.

Statistical significance of the ratio comparison.

No Significant Difference (p > 0.05).

L
s

<350

SOMEPD: 14 PO
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TABLE 7

A (withqut overage) to the test lot B (with

overage)

[ | | AUComy [ Cux [ Twe | T |

Mean minocycline parameters and a statistical comparisdn of the test lot

T Arithmetic (%RSD)
.| Lot A: 21392(16) | 22370(17) | 1412 (17) | 2.07 (48) | 15.2 (14)
-1‘No overage
.. J Lot B: 21530(21) | 22481(22) | 1417 (13) | 1.79 (50) | 14.4 (19)
1 Leas
Lot A: 21392 15.2
No overage
Lot B: 21530 22481 1417 1.79 14.4
With overage
Ratio Lot A / 99.4% 99.5% 99.6% 116% 106%
_ LotB
| Shortest 90% 95-104 % 95-104 % 93-106% | 86-145% | 97-114%
3 a
: Geometric Means
Lot A: 21135 22090 1394
No overage .
Lot B: 21154 22046 1406
With overage
Ratio Lot A / 99.9% 100% 99.2%
Lot B
Shortest 90% 96-104% 96-104% 93-106%
C1
g
Statistical Significance for Non-Transformed Data
Lot A vs Lot B NSD NSD NSD NSD NSD
Statistical Significance for Log Transformed Data
Lot A vs Lot B NSD
M
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MINOCYCLINE HCI 100 MG CAPSULE
MEAN DATA (N=14 SUBJECTS)
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